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=> s e3 or e4 or e5 
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L4 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2000 ACS 

AB Compns. and methods for activating genes of interest are provided. The 
compns. comprise an antisense masked expression cassette which 



comprise a double-stranded nucleotide sequence and expresses a gene 
product only in^^e presence of a target mol . J)^^rst strand comprises 

an 

armed expression cassette, i.e., an RNA mol. which codes for a protein of 
interest linked downstream of a flanking sequence and a translation 
initiation site operably inserted upstream of the RNA sequence. The 
flanking sequence encodes a target mol. I.e., the flanking sequence 
encodes a target get or codes for RNA of interest. The flanking sequence 
corresponds to the sense strand of the target. A second nucleotide 
strand 

is also provided, capable of hybridizing to the flanking sequence of the 

first nucleotide sequence, i.e., the antisense strand. The 

antisense strand masks the translation initiation site when bound. 

In the presence of a target nucleotide mol., the antisense 

strand will disassoc. from the armed strand and pair with the target. 

Dissocn. of the antisense strand unmasks the ribosome binding 

site allowing the armed cassette to be translated in the presence of the 

target. A 7-methylguanine cap is used to increase the efficiency of 

translation. The cassettes are useful for the treatment of disease and 

for preventing the proliferation of neoplastic cells. Following the 

protocols, a targeted cassette is constructed wherein the first strand 

has 

an RNA encoding for toxin A linked with upstream DNA sequences coding the 
sense portion of the p53 DNA sequence. Inserted within the p53 mol. is a 
Kozak sequence, and an antisense structure is constructed which 
corresponds to the p53 sense nucleotides. 
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=> s antisense or an~sense 

L5 83905 ANTISENSE OR ANTI-SENSE 



=> s 15 (10a) masked 

L6 19 L5 (10A) MASKED 

=> d 16 ti 



L6 ANSWER 1 OF 19 MEDLINE 

TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes. 



=> d 2-19 ti 



L6 ANSWER 2 OF 19 MEDLINE 

TI Facilitator oligonucleotides increase ribozyme RNA binding to full-length 
RNA substrates in vitro. 

L6 ANSWER 3 OF 19 MEDLINE 

TI Intranigral administration of D2 dopamine receptor antisense 
oligodeoxynucleotides establishes a role for nigrostriatal D2 
autoreceptors in the motor actions of cocaine. 

L6 ANSWER 4 OF 19 BIOTECHNO COPYRIGHT 2000 Elsevier Science B.V. 
TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes 

L6 ANSWER 5 OF 19 BIOTECHNO COPYRIGHT 2000 Elsevier Science B.V. 
TI Facilitator oligonucleotides increase ribozyme RNA binding to 
full-length 

RNA substrates in vitro 

L6 ANSWER 6 OF 19 BIOTECHNO COPYRIGHT 2000 Elsevier Science B.V. 
TI Intranigral administration of D.sub.2 dopamine receptor antisense 

oligodeoxynucleotides establishes a role for nigrostriatal D.sub.2 

autoreceptors in the motor actions of cocaine 

L6 ANSWER 7 OF 19 CAPLUS COPYRIGHT 2000 ACS 
TI Masked antisense: a molecular configuration for 
discriminating similar RNA targets 

L6 ANSWER 8 OF 19 CAPLUS COPYRIGHT 2000 ACS 

TI RNA vector cassettes for activating and expressing target genes 

^L6 ANSWER 9 OF 19 CAPLUS COPYRIGHT 2000 ACS 
TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes 

L6 ANSWER 10 OF 19 CAPLUS COPYRIGHT 2000 ACS 

TI Intranigral administration of D2 dopamine receptor antisense 
oligodeoxynucleotides establishes a role for nigrostriatal D2 
autoreceptors in the motor actions of cocaine 

L6 ANSWER 11 OF 19 EMBASE COPYRIGHT 2000 ELSEVIER SCI. B.V. 
TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes. 

L6 ANSWER 12 OF 19 EMBASE COPYRIGHT 2000 ELSEVIER SCI. B.V. 



TI Facilitator oligonucleotides increase ribozyme RNA binding to full-length 
RNA substrates vitro. 



L6 ANSWER 13 OF 19 EMBASE COPYRIGHT 2000 ELSEVIER SCI. B.V. 
TI Intranigral administration of D2 dopamine receptor antisense 

oligodeoxynucleotides establishes a role for nigrostriatal D2 

autoreceptors in the motor actions of cocaine. 

L6 ANSWER 14 OF 19 SCISEARCH COPYRIGHT 2000 ISI (R) 

TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes 

L6 ANSWER 15 OF 19 SCISEARCH COPYRIGHT 2000 ISI (R) 

TI . FACILITATOR OLIGONUCLEOTIDES INCREASE RIBOZYME RNA- BINDING TO FULL-LENGTH 
RNA SUBSTRATES IN-VITRO 

L6 ANSWER 16 OF 19 SCISEARCH COPYRIGHT 2000 ISI (R) 

TI INTRANIGRAL ADMINISTRATION OF D-2, DOPAMINE -RECEPTOR ANTISENSE 

OLIGODEOXYNUCLEOTIDES ESTABLISHES A ROLE FOR NIGROSTRIATAL D-2 

AUTORECEPTORS IN THE MOTOR ACTIONS OF COCAINE 

L6 ANSWER 17 OF 19 BIOSIS COPYRIGHT 2000 BIOSIS 

TI In vivo antisense oligodeoxynucleotide mapping reveals 

masked regulatory elements in an mRNA dormant in mouse oocytes. 

L6 ANSWER 18 OF 19 BIOSIS COPYRIGHT 2000 BIOSIS 

TI Facilitator oligonucleotides increase ribozyme RNA binding to full-length 
RNA substrates in vitro. 

L6 ANSWER 19 OF 19 BIOSIS COPYRIGHT 2000 BIOSIS 

TI Intranigral administration of D-2 dopamine receptor antisense 

oligodeoxynucleotides establishes a role for nigrostriatal D-2 

autoreceptors in the motor actions of cocaine. 
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L6 ANSWER 5 OF 19 BIOTECHNO COPYRIGHT 2000 Elsevier Science B.V. 

AB Primer extension arrest (PEA) studies have demonstrated that antisense 
oligonucleotides (.beta.H2C / .beta.H4C), which lie upstream of a 
ribozyme targeted to . beta . -amyloid peptide precursor {.beta.APP) mRNA, 
but not sense oligonucleotides (.beta.H2S, .beta.H6S) or a scrambled 
oligonucleotide, .beta.H6M, affect ribozyme-mediated cleavage in vitro. 
Substrate dissociation experiments revealed that the ribozyme binding 
site in this mRNA was masked; PEA kinetics showed the association of the 
ribozyme and substrate was enhanced by antisense 
oligonucleotide binding. These studies suggest that masked 
ribozyme cleavage sites that may occur in disease-causing mRNAs can be 
targeted for degradation using facilitator 1 oligonucleotides. 

L6 ANSWER 7 OF 19 CAPLUS COPYRIGHT 2000 ACS 

AB Antisense technol. has great potential for the control of RNA expression, 
but there remain few successful applications of the technol. Expressed 
antisense RNA can effectively down-regulate expression of a gene over 

long 

periods, but cannot differentiate partly identical sequences, such as the 

mRNA of fusion genes or those with point mutants. We have designed a 

structured form of expressed antisense, which can discriminate between 

highly similar mRNA mols. These 'masked 1 antisense 

RNAs have most of the antisense sequence sequestered within 

duplex elements, leaving a short single-stranded region to initiate 

binding to target RNA. After contacting the correct target, the 

structured RNA can unravel, releasing the masked 

antisense region to form a stable duplex with the mRNA. We 



demonstrate that suitable masked antisense RNA can 

discriminate b^^ken the two forms of BCR-ABL mE^^ that result from the 
Philadelphia ciSKiosomal translocations, as welj^Ks discriminating the 
normal BCR and ABl mRNA. 

L6 ANSWER 8 OF 19 CAPLUS COPYRIGHT 2 000 ACS 

AB Compns. and methods for activating genes of interest are provided. The 
compns . comprise an antisense masked expression 

cassette which comprise a double-stranded nucleotide sequence and 
expresses a gene product only in the presence of a target mol . A first 
strand comprises an armed expression cassette, i.e., an RNA mol. which 
codes for a protein of interest linked downstream of a flanking sequence 
and a translation initiation site operably inserted upstream of the RNA 
sequence. The flanking sequence encodes a target mol. I.e., the 
flanking 

sequence encodes a target get or codes for RNA of interest. The flanking 
sequence corresponds to the sense strand of the target. A second 
nucleotide strand is also provided, capable of hybridizing to the 
flanking 

sequence of the first nucleotide sequence, i.e., the antisense strand. 
The antisense strand masks the translation initiation site when bound. 

In 

the presence of a target nucleotide mol., the antisense strand will 
disassoc. from the armed strand and pair with the target. Dissocn. of 

the 

antisense strand unmasks the ribosome binding site allowing the armed 
cassette to be translated in the presence of the target. A 
7-methylguanine cap is used to increase the efficiency of translation. 
The cassettes are useful for the treatment of disease and for preventing 
the proliferation of neoplastic cells. Following the protocols, a 
targeted cassette is constructed wherein the first strand has an RNA 
encoding for toxin A linked with upstream DNA sequences coding the sense 
portion of the p53 DNA sequence. Inserted within the p53 mol. is a Kozak 
sequence, and an antisense structure is constructed which corresponds to 
the p53 sense nucleotides. 

L6 ANSWER 12 OF 19 EMBASE COPYRIGHT 2000 ELSEVIER SCI . B.V. 

AB Primer extension arrest (PEA) studies have demonstrated that antisense 
oligonucleotides (.beta.H2C, .beta.H4C), which lie upstream of a 
ribozyrne targeted to . beta . -amyloid peptide precursor (.beta.APP) mRNA, 
but not sense oligonucleotides (.beta.H2S, .beta.H6S) or a scrambled 
oligonucleotide, .beta,116M, affect ribozyme-mediated cleavage in vitro. 
Substrate dissociation experiments revealed that the ribozyrne binding 

site 

in this mRNA was masked; PEA kinetics showed the association of the 
ribozyrne and substrate was enhanced by antisense oligonucleotide 
binding. These studies suggest that masked ribozyrne cleavage 
sites that may occur in disease-causing mRNAs can be targeted for 
degradation using 'facilitator 1 oligonucleotides. 

L6 ANSWER 13 OF 19 EMBASE COPYRIGHT 2000 ELSEVIER SCI. B.V. 

AB Dopamine D2 autoreceptors found on nigrostriatal dopaminergic neurons are 
thought to inhibit dopamine release, tyrosine hydroxylase activation, and 
spontaneous firing rate. It is likely that these receptors play an 
important role in moderating the behavioral response to cocaine, but the 
lack of potent selective autoreceptor ligands has made it difficult to 
assess this contribution. We have developed an antisense phosphorothioate 
oligodeoxynucleotide (ODN) against D2 receptor mRNA, which was used to 
reduce levels of D2 receptors in vitro and in vivo. Unilateral 
administration of antisense ODN, via intracerebral cannula, into the 
substantia nigra of rats for several days caused dramatic contralateral 
rotational behavior in response to a subcutaneous injection of cocaine. 
This effect was maximal by 10 min after injection of cocaine and lasted 
for >30 min; without cocaine, no spontaneous rotational behavior was 
noted. In striatal slices, the potency of sulpiride, a D2 antagonist, in 



enhancing electrically stimulated dopamine releas^ was significantly 
reduced on the ^^isense-treated side; this is q^^istent with a decrease 
in the striatal^R autoreceptor population. As m^Rured by quantitative 
autoradiography, administration of antisense ODN caused a loss of 
approximately 40% of nigral D2 receptor [ 1251] iodosulpride binding, 
compared with the untreated side. In vitro, treatment of WERI-27 
retinoblastoma cells with D2 antisense ODN at a concentration of 1 .mu.M 
reduced D2 receptor levels by 57% after 3 days. The robustness of 
cocaine-induced rotation and the impaired ability of sulpiride to enhance 
dopamine release from slices suggest that nigrostriatal D2 autoreceptors 
play a direct role in reducing the motor response to cocaine 
administration. Furthermore, the absence of spontaneous rotation in 
antisense ODN-treated animals suggests that autoreceptor effects 
are masked by compensatory mechanisms during normal behavior. 
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PB Oxford University Press 
DT Journal 
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